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In This IssueStriat-ifying Cost versus Benefit
FRIEDMAN ET AL., PAGE 1320
Optogenetic manipulation and electrophysiology of a circuit connecting
the prefrontal cortex to striosomes—compartmentalized structures of the
striatum—reveals that it has a selective role in influencing decision making
for choices with cost-benefit tradeoffs.Viral RNA Pokes Its Polymerase
CUSACK ET AL., PAGE 1267
The structure of the monomeric bunyavirus polymerase reveals that divergent
segmented negative-strand RNA virus polymerases have a common overall
architecture, explains how viral RNA binding allosterically regulates polymerase
activity, and suggests a replication model that could apply to all related RNA
viruses.Fingerprints of HIV Neutralization
ZHOU ET AL., PAGE 1280
A population-level analysis of the CD4-binding site on the HIV-1 gp120 glycoprotein, the target of some of the most potent
and broadly neutralizing antibodies, defines common structural geometries, recognized surfaces, binding chemistries, and
developmental pathways of CD4-bs recognition, providing a catalogue from which to choose optimal templates for vaccine
design.Cellular HIV Sensor
YOH ET AL., PAGE 1293
Polyglutamine binding protein 1 is the sensor of HIV-1 infection, directly binding to reverse-transcribed HIV-1 DNA and
interacting with cGAS to initiate an IRF3-dependent innate response in dendritic cells.TRPing Up Bacterial Invasion
MIAO ET AL., PAGE 1306
Bacteria that infect bladder epithelial cells attempt to avoid destruction by neutralizing the lysosomes they are delivered to,
but infected cells have another defense strategy. A lysosomal TRP channel senses the neutralization and releases Ca2+ to
trigger expulsion of the bacteria from the cell.Disseminate or Divide
WHITTLE ET AL., PAGE 1345
RUNX3 regulates the balance between proliferation and dissemination
of pancreatic cancer cells in response to gene dosage of DPC4/SMAD4.
Evaluating the levels of Dpc4 and Runx3 may help predict patterns
of relapse and response to therapies in patients, informing clinical disease
management.When Men Don’t Make Sense
DEY ET AL., PAGE 1334
Hormone changes across the female estrous cycle lead to selective blocking
of sensory input irrelevant to non-ovulating females, i.e. male pheromones.
Sensory silencing is therefore a mechanism for coordinating internal physiology
with salient environmental inputs.Cell 161, June 4, 2015 ª2015 Elsevier Inc. 1231
Open Sesame
KOH ET AL., PAGE 1361
Karyopherin binding to the disordered FG domains of Nup58 stabilizes the
neighboring structured domain that associates with Nup54, thereby favoring
the dilated conformation of the nuclear pore’s mid-plane ring. This conforma-
tional transition couples pore opening to cellular demand for nucleocytoplasmic
transport.Microprocessor Reconstituted
NGUYEN ET AL., PAGE 1374
Functional reconstruction of human Microprocessor defines its molecular
stoichiometry and the specific role of each component in substrate recogni-
tion and orientation, revealing a comprehensive processing mechanism of
Microprocessor.m6A-ccelerating Translation
WANG ET AL., PAGE 1388
Human YTHDF1 binds m6A-modified mRNAs and, through interactions with initiation factors and ribosomes, increases
translational output from those messages.Ribosome Dynamics via Decay
PELECHANO ET AL., PAGE 1400
Co-translational mRNA decay is a widespread phenomenon and produces an in vivo ribosomal footprint that can be used to
obtain drug-free measurement of ribosome dynamics and identify new codon-specific ribosomal pausing sites.Reset Button for Human Germline
GKOUNTELA ET AL., PAGE 1425
GUO ET AL., PAGE 1437TANG ET AL., PAGE 1453
Transcriptome and DNA methylome profiling in human primordial germ cells
reveals that pluripotency genes and germline-specific genes are simulta-
neously expressed within the same individual cells. The global erasure of
DNA methylation creates an exceptionally hypomethylated germline genome,
but some loci associated with metabolic and neurological disorders exhibit
resistance to reprogramming and are candidates for transgenerational epige-
netic inheritance.Imaging Where, When, and How Much
CHONG ET AL., PAGE 1413
High-content, high-throughput imaging, and automated analyses enable quan-
tification of the abundance and localization of the GFP-tagged ORFeome in
yeast, including how protein dynamics shift over time and respond to different
perturbations.Cell 161, June 4, 2015 ª2015 Elsevier Inc. 1233
